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●  UPDATE: Niacin Study Results and Implications – 08/29/2014 - National PBM Bul-
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A recent Office of Inspector General (OIG) 

report highlighted the potential for VA pa-

tient harm from prescribing higher than rec-

ommended doses of acetaminophen in com-

bination opioid products.1   Results from this 

OIG study may have implications for clini-

cal practice, especially in patients prescribed 

acetaminophen for pain control as a compo-

nent of analgesic combinations for sched-

uled as well as as-needed use or in patients 

taking over-the-counter (OTC) acetamino-

phen preparations.  Severe liver injury, in-

cluding cases of acute liver failure resulting 

in liver transplant and death, has occurred 

with the use of high doses of acetamino-

phen. 
 

FDA recommends a maximum dose of 4 g 

per 24 hours for prescription acetamino-

phen products (mainly combination formula-

tions with opioids).  An FDA-imposed limit 

of 325 mg per dosage unit in prescription 

combination products minimizes the risk of 

acetaminophen overdose and toxicity, but 

currently does not apply to OTC acetamino-

phen products.  The recommended maxi-

mum dose of OTC acetaminophen may vary 

by formulation, strength, and manufacturer 

but still should not exceed 4 g per day. 2 
 

Earlier this year, VA PBM and MedSAFE 

released a drug safety alert that addressed 

the risk of severe liver damage with the use 

of high doses of acetaminophen exceeding 

the recommended dose of 4 g within a 24-

hour period.  FDA actions as well as provid-

er recommendations to reduce the risk of 

accidental acetaminophen overdose were 

also discussed in this educational piece. 3  

Details are available in the National PBM 

Bulletin issued this past June.  
 

As of June 1, 2014, it was estimated that 

approximately 527,153 patients in the VA 

during fiscal year quarter 3 to date received 

an outpatient prescription for acetamino-

phen.  Roughly 2% of patients with a pre-

scription for an acetaminophen product have 

a dose greater than 4 g, and around 8% 
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http://www.pbm.va.gov/PBM/vacenterformedicationsafety/nationalpbmbulletin/Niacin_Study_Results_and_Implications_Revised%20_NATIONAL_PBM_BULLETIN_082914_FINAL.pdf
http://www.pbm.va.gov/PBM/vacenterformedicationsafety/nationalpbmbulletin/Niacin_Study_Results_and_Implications_Revised%20_NATIONAL_PBM_BULLETIN_082914_FINAL.pdf
http://www.pbm.va.gov/PBM/vacenterformedicationsafety/nationalpbmbulletin/Acetaminophen_Safety_NATIONAL_PBM_BULLETIN_061014_FINAL.pdf
http://www.pbm.va.gov/PBM/vacenterformedicationsafety/nationalpbmbulletin/Acetaminophen_Safety_NATIONAL_PBM_BULLETIN_061014_FINAL.pdf
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In a recent complicated clinical case, a single high dose of hy-

dromorphone (10 mg given intravenously) may have led to, or 

acted as a contributing factor to, a serious adverse event.  In re-

viewing this case, VA’s Center for Medication Safety and its 

consultants, raised concerns regarding provider awareness with 

respect to the relative potency of this medication and that some 

Centers may not fully utilize available safeguards to reduce use 

of high doses of hydromorphone, as well as other opioids, by 

providers without knowledge or expertise in pain management. 
 

According to the equianalgesic potency ratios provided in the 

hydromorphone product labeling, one dose of 10 mg of hydro-

morphone administered parenterally is approximately equivalent 

to 30 - 55 mg of oral hydromorphone; or 200 - 450 mg of oral 

morphine; or 50 – 75 mg of parenteral morphine delivered in a 

single administration. Product information goes on to caution 

that if an intravenous route is clinically indicated, the hydromor-

phone injection should be given very slowly, over at least 2-3 

minutes, since rapid intravenous injection of opioid analgesics 

increases the possibility of side effects such as hypotension and 

respiratory depression. In addition, a boxed warning in the prod-

uct labeling advises to not confuse the high potency hydromor-

phone parenteral formulation (10 mg/mL ampules and vials) 

with standard parenteral formulations of hydromorphone (1, 2, 

and 4 mg/mL ampules) as overdose and death could result due to 

the more concentrated solution.  Doses at this level warrant care-

ful consideration and consultation with providers experienced in 

pain management with high-dose and/or high-potency opioids.       
 

To assist in reducing high dose usage in general, the VA imple-

mented new order checks for maximum single dosing in June 

2014.  A software upgrade to the Medication Order Check 

Healthcare Application (MOCHA) within VA’s computerized 

provider drug-order entry system will generate an alert to notify 

a prescriber when the single maximum dose ordered of any drug, 

including opioids, exceeds the recommended maximum dose 

according to the First Databank drug database.  This is accom-

plished by imposing upper limit medication dose checks when 

an order is entered by a VA provider.  Version 2.1 (V2.1) in-

cludes total daily dose checks,  scheduled to be implemented by 

the end of fiscal year (FY) 2015.  In the case of hydromorphone, 

the trigger of single dose  is set to 6 milligrams, as displayed in 

Figure 1 (page 3). 
 

However, while this is an important step, and might, for exam-

ple, help stop the use of a single high dose opioid, dosing still 

can be quite high, depending on the medication chosen.  In addi-

tion, providers can over-ride order checks and/or could use mul-

tiple doses thus skirting around the high dose trigger. Hence, 

VA’s Center for Medication Safety suggests additional measures 

that can be employed that can help. 

To further ensure safe and appropriate opioid therapy, providers 

and/or facilities should consider options such as:  

 Enhancing competencies though education and training re-

garding opioid potency and equivalency; consider, for ex-

ample, teaching prescribers how to use opioid equivalency 

tables properly and giving them access to feature-rich online 

opioid calculators. 

 Promoting opioid therapy concordant with clinical practice 

guidelines. (See below) 

 Obtaining consultation and guidance from pain management 

specialists on high dose opioid use and/or whenever perti-

nent questions on initiating, titrating, or transitioning be-

tween opioids arise.  

 Utilizing existing CPRS and order entry tools in addition to 

resources to promote system improvements such as: 

 Using limited default dosing (i.e., limited pre-populated 

dose selections available in a drop-down pick-and-

choose format for opioids identified to be of high-risk, 

high-dose, or with an identified safety issue). This al-

lows providers to carefully, within defined parameters, 

individualize opioid dose for each patient when these 

agents are ordered. 

 Restricting certain opioids (such as methadone) to pain 

and palliative care (and other selected) specialists for 

initiation and/or titration. 

 Limiting high opioid doses to pain and palliative care 

(and other selected services) for use or approval (e.g., 

hydromorphone > 3 mg).  

 Utilizing quick orders with relevant information (Figure 

2, page 3); and/or drug text  display re-

strictions\guidelines (Figure 3, page 4) to promote dos-

ing safety across the board for opioids.   
 

Materials and links that may assist in opioid related education 

and management include: 

 VA’s Pain Management Directive—VHA Directive 2009-

053 (available at : http://www.va.gov/

PAINMANAGEMENT/docs/VHA09PainDirective.pdf ). 

 VA/DoD Evidence-Based Clinical Practice Guidelines on 

Management of Opioid Therapy for Chronic Pain (available 

at: http://vaww1.va.gov/PAINMANAGEMENT/docs/

CPG_opioidtherapy_fulltext.pdf ). 

 Pharmacy Benefits Management Initiatives and Clinical 

Guidance (available at: http://www.pbm.va.gov/

clinicalguidance.asp).  

Contributed by: 

Peter A. Glassman, MBBS, MSc, FACP 

Norwan J. Moaleji, Pharm.D., BCPP  

Robert Silverman, Pharm.D. 

and Marie Sales, Pharm.D. 

(continued on page 3) 

http://www.va.gov/PAINMANAGEMENT/docs/VHA09PainDirective.pdf
http://www.va.gov/PAINMANAGEMENT/docs/VHA09PainDirective.pdf
http://vaww1.va.gov/PAINMANAGEMENT/docs/CPG_opioidtherapy_fulltext.pdf
http://vaww1.va.gov/PAINMANAGEMENT/docs/CPG_opioidtherapy_fulltext.pdf
http://www.pbm.va.gov/clinicalguidance.asp
http://www.pbm.va.gov/clinicalguidance.asp
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Figure 1.   

With the MOCHA soft-

ware implemented, when 

a 10mg dose is free-

texted in an inpatient or 

outpatient  order, the 

provider (and pharma-

cist) receives this maxi-

mum single dose exceed-

ed warning. 
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Figure 2.   

Example of a quick or-

der used at one site that 

has opioid equivalents 

clearly stated.  

(continued on page 4) 

(continued from page 2) 
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Figure 3.   

Example of a drug 

text  display re-

striction\guideline that 

displays as blue text on 

the screen when ordering.  

In this instance, one facil-

ity created a drug 

text  display re-

striction\guideline that 

alerts providers to poten-

tial look-alike sound-alike 

confusion between certain 

opioid agents. 
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(continued from page 1) 

have a dose in between 3 g to 4 g.  Close to 90% of patients pre-

scribed acetaminophen have a dose less than 3 g. 4 
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